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1 20 



130 ■ 660856 

140 

141 ■ 

150 ■ japan 9-276271 
.151 1997-10-08 

160 ■ 10 

-170' Windows 95 (Word 98) 

:2io:- : 
::m i 123 

212.- PRT 



213 .■ Homo sapiens 



loo:- i 



WO 99/18203 




PCT/JP98/04475 



Glu Asp Cvs Leu Gin Val Lys Asn fys Thr Gin Leu Gly Glu Gin Cvs 

35 40 45 

Trp Thr Ala Arg He Arg Ala Val Gly Leu Leu Thr Val lie Ser Lys 
50 55 60 

5 Gly Cvs Ser Leu Asn Cys Val Asp Asp Ser Gin Asp Tyr Tyr Val Gly 
65 70 75 80 

Lys Lys Asn lie Thr Cvs Cys Asp Thr Asp Leu Cys Asn Ala Ser Glv 

85 90 95 

Ala His Aia Leu Gin Pro Aia Ala Ala lie Leu Ala Leu Leu Pro Ala 
10 100 105 110 

Leu Gly Leu Leu Leu Trp Gly Pro Gly Gin Leu 
115 120 



15 <210 > 2 

' LML- 220 
< 2 1 2 PRT 

' 213.' Homo sap i ens 
20 - 400 2 

Met Ser Met Gly Leu Glu Me Thr Glv Thr Ala Leu Ala Val Leu Glv 

1 5 in !5 

Trp Leu Gly Thr II,* Val Cvs Cvs Ala Leu Pro Met Trp Arg Val Ser 
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50 55 60 

Val Tyr Asp Ser Leu Leu Ala Leu Pro Gin Asp Leu Gin Ala Ala Arg 
65 70 75 80 

Ala Leu He Val Val Ala lie Leu Leu Ala Ala Phe Giy Leu Leu Val 
5 85 90 95 

Ala Leu Val Gly Ala Gin Cys Thr Asn Cys Vai Gin Asp Asp Thr Ala 

100 105 110 

Lys Ala Lys lie Thr lie Vai Ala Gly Val Leu Phe Leu Leu Aia Ala 
i i 5 120 125 

10 Leu Leu Thr Leu Val Pro Val Ser 'Ftp Ser Aia Asn Thr Me Me Arg 
130 125 1 -10 

Asp Phe Tyr Asn Pro Val Val Pro Glu Ala Gin Lys Arg G 1 u Met Gly 
145 150 155 160 

Ala Gly Leu Tyr Val Gly Tip Ala Ala Ala Ala Leu Gin Le u Leu Gly 
15 165 170 175 

Gly Ala Leu Leu Cys Cys Ser- Cys Pro Pro Arg Glu Lys Lys Tyr Thr 

180 185 190 

Ala Thr Lys Val Val Tyr' Ser Ala Pro Arg Ser Thr Giv Pro Gly Ala 
1^5 200 205 

20 Ser Leu Gly Thr Gly Tyr Asp Arg Lys Asp Mr \ a i 
210 215 /M0 



WO 99/18203 



4/58 



PCT/JP98/04475 



■;400> 3 

Met Ala Tyr His Glv Leu Thr Val Pro Leu He Val Met Ser \al Pho 
15 10 15 

5 Trp Giv Phe Val Glv Phe Leu Val Pro Trp Phe lie Pro Lys Giv Pro 
20 25 30 

Asn Arg Glv Val lie He Thr Met Leu Val Thr Cvs Ser Val Cvs Cvs 

3n 40 45 

Tyr Leu Phe Trp Leu lie Ala lie Leu Ala Gin Leu Asn Pro Leu Phe 
10 50 55 60 

Giv Pro Gin Leu Lys Asn Glw Thr lie Trp Tvr Leu Lvs Tyr His Trp 
65 70 75 80 

Pro 

15 

<:no> 4 
■:::iiv 301 
- :_M2: prt 

20 

■:.400> 1 

Mot Lfuj Ala Leu Ar« Val Ala Arg Glv S^r Trp Glv Ala L>ui Art; Gh 
1 => 10 15 
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Trp Arg Leu Arg Pro Ala Ala Leu Gly Leu Arg Leu Pro Gly He Gly 

50 55 60 

Gin Arg Asn His Cys Ser Gly Ala Gly Lys Ala Ala Pro Arg Pro Ala 
65 70 75 80 

5 Ala Gly Ala Gly Ala Ala Ala Glu Ala Pro Gly Gly Gin Trp Gly Pro 

g 5 90 95 

Ala Ser Thr Pro Ser Leu Tyr Giu Asn Pro Trp Thr lie Pro Asn Met 

i no i ^~ 

Leu Sex Mei Thr Arg He Gly Leu Ala Pro Val Leu Gly lyr Leu He 
10 H5 120 125 

He Glu Glu Asp Phe Asn He Ala Leu Gly Val Phe Aia Leu Ala Gly 

130 135 140 

Leu Thr Asp Leu Leu Asp Gly Phe lie Ala Arg Asn Trp Ala Asn Gin 
145 150 155 160 

15 Arg Ser Ala Leu Gly Ser Ala Leu Asp Pro Leu Aia Asp Lys He Leu 

165 170 175 

He Ser He Leu Tyr Val Ser Leu Thr Tvr Aia Asp Leu He Pro Val 

180 185 190 

Pro Leu Thr Tvr Met He I > Se r Arc Asn val M-r Leu H- Aia Aia 
20 195 2Q0 205 

Val Phe Tvr Val Arg Tyr Arg Thr Leu Pro Tar Pro Arg Thr Leu Ala 

210 215 9 9fj 

Lys Tvr Phe Asn Pro Cys Tvr Ala Thr Ala A r g Leu Lys Pro Thr Phe 
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260 265 270 

Leu Trp Cys Phe Thr Ala Phe Thr Thr Ala Ala Ser Ala Tvr Ser Tyr 

275 280 285 

Tyr His Tyr Gly Arg Lys Thr Val Gin Val He Lys Asp 

290 295 300 



■210 ■ 5 
• 211 ■ 383 
■212- PRT 

1 213 • Homo sap i ens 



< 400: 5 

Met Glu Ala Leu Gly Lys Leu Lys 

1 5 
Leu Glu Asp Phe Arg Val Lys Thr 

20 

Val Ser Gly Leu Leu Met Leu Leu 
35 40 
Tyr Leu Thr Thr Glu Val His Pro 

50 55 
Gly Asp l.ys Lpu Lys lie Asn J\o 



Gin Phe Asp Ala Tyr Pro L\'s Thr 

10 15 

Cys Glv Gl v Ala Thr \al Thr He 

25 30 

Leu Phe Leu Ser Glu Leu Gin Tyr 
4 5 

Glu Leu I'yr val Asp Lys Ser Arg 
60 

Asp Val Lpu Phr Pro His M-t Pro 



65 



70 



80 
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He Pro Val Ser Ser Glu Ala Glu Arg His Ghi Leu Gly Lys Val Glu 

115 120 125 

Val Thr Val Phe Asp Pro Asp Ser Leu Asp Pro Asp Arg lys Glu Ser 
130 135 140 

5 Lys Tyr Gly Ala Glu Ala Glu Asp lie Lys Cys Cys Asn Thr Cys Glu 
145 150 155 160 

Asp Val Arg Glu Ala Tyr Arg Arg Arg Gly Trp Ala Phe Lys Asn Pro 

' 165 1 7 0 r 7^ 

^ Tl. T i . r l n i \ \ ,< i ,^ i ni y~» -i . , , ^> , 

-v^p int UK uiu uin lv^ .nig .nrg uiu Lay rne :>er uin lys wet uin 
10 180 185 190 

Glu Gin Lys Asn Glu Gly Cys Gin Val Tyr Gly Phe Leu Glu Val Asn 

195 200 205 

Lys Val Ala Gly Asn Phe His Phe Ala Pro Gly Lys Ser Phe Gin Gin 
210 215 220 

15 Ser His Val His Val His Asp Leu Gin Ser Phe Gly Leu Asp Asn lie 
225 230 235 240 

Asn Met Thr His Tyr He Gin His Leu Ser Phe Glv Glu Asp Tyr Pro 

245 250 255 

Gly Hp Val Asn Pro Leu Asp His Thr Asn \al Thr Ala Pro uin Ala 
20 260 26- ; 7u 

Ser Met Met Phe Gin Tyr Phe Val Lys Val Val Pro Thr \al Tyr Met 

275 280 285 

Lvs Val Asp Gly Glu val Leu Arg Thr Asn Gin Piw Ser \al Thr Arg 
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PCT/JP98/04475 



325 330 335 

Lys His Arg Ser Phe Thr His Phe Leu Thr Gly Vai Cys Ala Ho He 

340 345 350 

Gly Gly Met Phe Thr Val Ala Gly Leu lie Asp Ser Leu lie Tyr His 

355 360 365 

Ser Ala Arg Ala lie Gin Lys Lys lie Asp Leu Gly Lys Thr Thr 
370 375 380 



210 > 6 

211 199 

-.212 ■ PRT 

\2 1 3 Homo sapiens 
v400 - 6 

Met Thr Arg Leu Leu Gly Tyr Val 

1 5 
Ala Ala Val He Thr lie Thr Phe 

?Xi 

\ 1 a A r F r p G i u His L v s mi r A r g 
35 40 
Pro T\'r Leu Ala Cvs Tyr Ser Leu 

50 55 



Asp Pro Leu Asp Pro Ser Phe Val 

10 15 
Asn Pro Leu Tyr Trp Asn \al Val 

2 5 .'it; 
Lvs L^u Ser Arg Ala Ph*> S»*r 
45 

Ser - \al Thr lie Leu Leu Leu Asn 
60 



WO 99/18203 



9/58 



PCT/JP98/04475 



Leu Gly Leu Gly Val Val Leu Val Leu Ser Ser Phe Phe Ala Leu Gly 

100 105 HO 

Phe Ala Gly Thr Phe Leu Gly Asp Tyr Phe Giv lie Leu Lys Glu Ala 

115 120 125 

Arg Val Thr Val Phe Pro Phe Asn lie Leu Asp Asn Pro Met Tyr Trp 

130 135 140 

Gly Ser Thr Ala Asn Tyr Leu Gly Trp Ala lie Met His Ala Ser Pro 
145 150 155 160 

ihr Gly Leu Leu Leu Thr Val Leu Val Ala Leu Thr Tyr He Val Ala 

165 170 175 

Leu Leu Tyr Glu Glu Pro Phe Thr Ala Glu He Tyr Arg Gin Lys Ala 

180 185 190 

Ser Gly Ser His Lys Arg Ser 
195 



C210> 7 
' 2 1 1 > 229 
.212 PRT 

2 1 2 Homo sap i ens 
'100 7 



Met Ala Pro His Glv Pro Gly Ser Leu Thr Thr Leu Val Pro Trp Ala 
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35 40 45 

Ala Phe Tyr Cvs Lvs Thr Thr Arg Glu Leu Met Leu His Ala Arg Cys 

50 55 60 

Cys Leu Asn Gin Lys Gly Thr He Leu Gly Leu Asp Leu Gin Asn Cys 
5 65 70 75 80 

Ser Leu Glu Asp Pro Gly Pro Asn Phe His Gin Ala His Thr Thr V a 1 

85 90 95 

He He Asp Leu Gin Ala Asn Pro Leu Lvs Gly Asp Leu Ala Asn Thr 
100 105 110 

10 Phe Arg Gly Phe Thr Gin Leu Gin Thr Leu He Leu Pro Gin His Val 

120 125 
Asn Cvs Pro Glv Gly lie Asn Ala Trp Asn Thr He Thr Ser Tyr He 

130 135 140 

Asp Asn Gin He Cvs Gin Glv Gin Lys Asn Leu Cvs Asn Asn Thr Glv 
15 145 150 155 160 

Asp Pro Glu Met Cvs Pro Glu Asn Gly Ser Cvs Val Pro Asp Glv Pro 

165 170 175 

Gly Leu Leu Gin Cvs Val Cvs Ala Asp Glv Phe His Glv Tvr Lvs Cvs 
180 185 190 

20 Met Arg ■.in Giy Ser Phe Ser Leu Leu Met Phe Phe Giy He Leu Glv 
195 200 205 

Ala Thr Thr L ° u S-r Val S-r He Lei: i.^i Trp Ala Thr Gin Arg Arg 
210 215 220 



WO 99/18203 



11/58 



PCT/JP98/0447 



■:2io> 8 

< 211 > 178 
•212 > PRT 

<213 Homo sapiens 
<400> 8 

Met Ser Pro Ser Glv Arg Leu Cys Leu Leu Thr lie V a 1 Gly Leu He 

1-5 10 I5 

Leu Pro Thr Arg Glv Gin Thr Leu Lvs Asp Thr Thr Ser Ser Ser Ser 

20 25 30 

Ala Asp Sor Thr lie Met Asp lie Gin \al Pro Thr Arg Ala Pro Asp 

35 40 45 

Ala Val Tyr Thr Glu Leu Gin Pro Thr Ser Pro Thr Pro Thr Trp Pro 

50 55 60 

Ala Asp Glu Thr Pro Gin Pro Gin Thr Gin Thr Gin Gin Leu Glu Glv 
65 70 75 80 

Thr Asp Glv Pro Leu Val Thr Asp Pro Glu Thr His Lys Ser Thr Lys 

85 90 95 

Ala Ala His Pro i'hr Asp Asp Thr Thr Thr l^u S^r Glu Art; Pro S^r 

100 Iu5 ) [() 

Pro Ser Thr Asp Val Gin Thr Asp Pro Gin Thr Leu Lvs Pro Ser Glv 

1 15 120 125 

Phe His Glu Asp Asp Pro Phe Phe Tvr Asp Glu His Thr L^u Arg Lvs 
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PCT/JP98/04475 



Cys Arg 



5 :2 10 > 9 
■'211 > 443 
■212 * PRT 
213- Homo sap i ens 

10 < 400:- 9 

Met Arg Leu Thr Arg Lys Arg Leu Cvs Ser Phe Leu lie Ala Leu Tyr 

1 5 10 15 

Cys Leu Phe Ser Leu Tyr Ala Ala Tyr His Val Phe Phe Gly Arg Arg 
20 25 30 

15 Arg Gin Ala Pro Ala Gly Ser Pro Arg Gly Leu Arg Lvs Gly Ala Ala 
35 40 45 

Pro Ala Arg Glu Arg Arg Giv Arg Glu Gin Ser Thr Leu Giu Ser Glu 

^ n 55 60 

Glu I rp Asn Pro Trp Giu Glv Asp Giu lvs Asn Giu Gin Gin His Arg 
20 65 70 75 80 

Phe Lys Thr Ser Leu Gin lie Leu Asp Lys S^r Thr Lys Glv Lvs Fhr 

85 90 9" 

Asp Leu Ser \al Gin i 1 ^ Trr> Glv Lvs Ala Ala 11^ Glv Leu Tvr Leu 
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130 135 140 

lie Thr Gly Pro Ala Val He Pro Gly Tyr Phe Ser Val Asp Val Asn 
145 150 155 160 

Asn Val Val Leu lie Leu Asn Gly Arg Glu Lvs Ala Lys lie Phe Tyr 
5 165 170 175 

Ala Thr Gin Trp Leu Leu Tyr Ala Gin Asn Leu Val Gin lie Gin Lys 

180 185 190 

Leu Gin His Leu Ala Val Val Leu Leu Gly Asn Glu His Cvs Asp Asn 
195 200 205 

10 Glu Trp He Asn Pro Phe Leu Lvs Arg Asn Gly Gly Phe Val Glu Leu 
210 215 220 

Leu Phe lie He Tyr Asp Sor Pro Trp He Asn Asp Val Asp Val Phe 
225 230 235 2 10 

Gl n Trp Pro Leu Gly Val Ala Thr Tyr Arg Asn Phe Pro Val Val Glu 
15 245 250 255 

A La Ser Trp Ser Met Leu His Asp Glu Arg Pro Tyr Leu Cvs Asn Phe 

260 265 270 

Leu Gly Thr He Tvr Glu Asn Ser Ser Arg Gin Aia Leu Met Asn IH 
275 280 ;>85 

20 Leu Lvs Lvs Asp Glv Asn Asp Lvs Leu Lvs Trp Val Sor Aia Arg Glu 
290 295 300 

His Trp Gin Pro Gin Glu Thr Asn Glu S^r l.^u l vs Asn Tvr- Gin Asp 
305 310 315 320 



■\r^ He . : '.-.n Aia S^r - i v r GH S^r Pro Vai 
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Val Glu Asp Val Met Thr Ala Glv Asn Cys Giv Asn Tlir Ser Val His 

355 360 365 

His Glv Ala Pro Leu Gin Leu Leu Lys Ser Met Gly Ala Pro Phe He 

370 375 380 

Phe He Lys Asn Trp Lys Glu Leu Pro Ala Val Leu Glu Lys Glu Lys 
385 390 395 400 

Thr He He Leu Gin Glu Lys lie Glu Arg Arg Lys Met Leu Leu Gin 

405 410 415 

Trp Tyr Gin His Phe Lys Thr Glu Leu Lys Met Lys Phe Thr Asn He 

420 425 430 

Leu Glu Ser Ser Phe Leu Met Asn Asn Lys Ser 
435 440 

2 10 > 10 

•::nn 130 

212> PRT 
O! 13> Homo sapiens 

400 ■ 10 

Met Glu Thr Leu Giv Ala Leu Leu Val Leu Glu Phe Leu Leu Leu Ser 

1 5 10 15 

Pro Val Glu Ala bin Gin Ala Thr Glu His Arg Leu Lys Pro Trp Leu 
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50 55 60 

Glu Glu Thr Thr Phe Arg Met Glu Ser Asn Leu Tvr Gin Asp Gin Ser 
65 70 75 80 

Glu Asp Lys Arg Glu Lys Lys Glu Ala Lys Glu Lys Glu Glu Lys Arg 
5 85 90 95 

Lys Lys Glu Lys Lys Thr Ala Lys Glu Gly Glu Ser Asn Leu Gly Leu 

100 105 110 

Asp Leu Glu Glu Lys Giu Pro Gly Asp His Glu Arg Ala Lvs Ser Thr 
i*5 120 [2b 

10 Val Mer 
130 



:2io^> ii 

15 211 • 369 

^ 212 - DNA 

' 2 1 3 > Homo sap l ens 

400; I i 

20 atgaagg-tg tgctgrttgr cetRttgatg gcaggcrtgg - - - ! a^r: aggractgcc oG 
ctgctgrget actectgcaa agcccaggtg a^caacgagg actgccigca ggrgaagaac 120 
tgcacrcagr t gggggagra gTgcTggarc grgrgratrr grgcagrrgg mrrtgarr 180 
gr car cagr.i aaggr : gr a g rttgaacigc giggatgacr caeaggacra ctaegLgggr 240 
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:210> 12 
211 ' 660 
■ 212 ■ DNA 

'213* Homo sapiens 
<400> 12 

atgtccatgg gcct.ggagat cacgggrarc gcgctggccg Lgctgggctg gcigggcacc 60 

arcztgrarT gcgcgttgcc catgtggcgc grgtcggccr tcatcggcag caacatcarc 12U 

acgtcgcaga acatxrggga gggcergigg argaacrgcg tggtgcagag caccggccag 180 

atgcagrgca aggtgracga crcgctgctg gcactgccac aggaccttca ggcggcccgc 240 

gcccT.car.cg tggtggccar cctgctggcc gccrrcgggc rgctagtggc gct.ggtgggc 300 

gcccagtgca ccaactgcgt gcaggacgac acggccaagg ccaagatcac cat.cgt.ggca 360 

ggcgtgctgt tccttctcgc cgccctgctc accctcgtgc cggtgtcctg gtcggccaac 420 

accatratcc gggacttcta caaccccglg grgcccgagg cgcagaagcg cgagatgggc 480 

Kcgggccr.gt acgtgggctg ggcggccgcg gcgctgcagc tgctgggggg rgcgctgcr.r 540 

igctgctcgt grccrccarg cgagaagaag tacacggcca ccaaggrcgt ciactccgcg 600 

cogcgctcca ccggcccggg at^ccaeccig ggcacaggct acgaccgcaa ggacracgir 660 
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ggct trttgg 
t tggtgacct 
aaccc i c tc t 

CC T 



tgccttggt t 
gt tcagtttg 
ttggaccgca 



ca t ccc t aag 
c t gc t at c r c 
attgaaaaa t 



ggtcc taacc 
t t r. tggerga 
gaaaccar c t 



ggggagrtat 
t T gcaat t c t 
ggtat ctgaa 



ca t Lac cat g 
ggcccaac tc 
gr.at.cat tgg 
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120 
180 
240 
243 



- 210 ^ 14 
< 21 1 ■ yQ3 
<212 DNA 
2 1 3 Homo sap i ens 

<400> II 

atgctagcct tgcgcgtggc gcgcggctcg tggggggccc Tgcgcggcgc cgcttgggcl 60 

ccgggaacgc ggccgagtaa gcgacgcgcc tgctgggccc Tgctgccgcc cgtgccctgc 120 

rgcttgggcr gcctggccga acgctggagg ctgcgtccgg ccgctcrtgg cttgcggctg 180 

cccgggatcg gccagcggaa ccactgttcg ggcgcgggga aggcggctcc caggccagcg 240 

gccggagcgg gcgccgctgc cgaagccccg ggcggocagr ggggcccggc gagcaccccc 300 

agcctgtatg aaaacccatg gacaatcccg aatargttgt caatgacgag aartggctTp 360 

gccccatutr tgggctattt. gat.taM.gaa gaa^artMa atattgoarT aggagrrrrr rv 

gcttragctg gactaacaga Utgttggat ggatttattg ctcgaaarrg ggocaatcaa 480 

agat.eagctt tgggaagtgc t t:t t.gatcra rntgctgata aaatacttat cagt.at.cT t.a 540 

targttagrt tgacctatgc agatrttaTt ' .mim t r • TtaMTarat gatratU'-g 600 

agagatgtaa tgrtgatt.gc Tgctgrtrrt tatgtcagai acegaaetrr t-caacacca 660 
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S ac 903 



:210 ^ 15 
2 I I • 1149 

212 DNA 

213 Homo sapiens 



<"400: 15 

atggaggcgc tggggaagcr gaagcagttc 
cgggrcaaga cctgcggggg cgccaccgtg 

ctgtrccr.gr ccgagcrgca gtattacctc 

gacaagtcgc ggggagataa acrgaagarc 

tgtgcctatc tgagt .at iga t gccar ggat 

cacaacctgr t caagcaacg acr.agataaa 

cggcar gage r r gggaaagt cgaggtgacg 

cgctgrgaga getgetatgg tgetgaggea 

gatgtgcggg aggcatatcg cegtagaggc 

cagt.g;cggc gagagggn \ cagrcagaag 

gtgtatggct t ct tggaagt caataaggr g 

age t r cage agt cecal gt gcacgrccat 

aacalgacee artarai rra gcarrtgtca 

cece t ggace acaeeaa: g t car t gcgccc 



gatgectaee ecaagactrt ggaggacrtc 60 

aecatrgrca gtggectrct catgetgeta 120 

aeeaeggagg tgcarcctga getctaegtg 180 

aacatcgatg tactttttce gcacatgcct 240 

gtggccggag aacagcagct ggatgtggaa 300 

gatggcatec eegtgagctc agaggctgag 360 

gtgrttgace ergactccer ggacccigat 420 

gaagatatea agtgctgtaa cacctgtgaa 480 

tgggcertca agaacecaga rae tart gag 54 3 

argcaggagr agaagaatga agger gecag 600 

g>'eggaaact t react t.t gr ceer. gggaag 660 

gactigcaga getrtggect T^acaacare 720 

rrtggggagg aetairragg cattgtgaae 780 

eaageercca Tgatgtreea gtacT.Mgtg 840 
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ctcatcgatt cgctcatcta ccactcagca cgagccarcc agaagaaaai t.gatctaggg 1 M() 
aagacaacg I 14 q 



210 > 16 

211 > 597 
212^ DNA 

213! Homo sapiens 
* 100 16 

atgacccggc rgctgggcta cgtggacccr crggatccca gctttgtggc tgccgtcatc 60 

accatcacci r.caatccgct clactggaat gtggt.rgcac gatgggaaca caagacccgc 120 

aagctgagca gggccttcgg atccccctac ctggccTgct actctctaag cgtcaccatc 180 

ctgctcctga acttcctgcg ctcgcactgc trcacgcagg ccatgctgag ccagcccagg 240 

atggagagcc Lggacacccc cgcggcctac agccrgggcc rcgcgctcct gggactgggc 300 

gt.cgt.gctcg tgctctccag ctrrrttgca etggggitcg ctggaactti cctaggtgar 360 

Tacrtcggga Tc.ctcaagga ggcgugagtg accgtgttcc cct. tcaarar octggacaar 420 

crcatgtact ggggaagrac agrcaactar crgggctggg r r;at cat gra rgr:cagcrrr 480 

^■■ggR-^:tgr: rrrigacggr grtg^iggrr ■ ■ t c ac c ; aca ragtggrr, : ^ctatargaa 54u 

gagcortrca ccgrTgagal < ' ggcag aaa.;r ' • r g gg t r rraraa gaggagc oV<7 
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PCT/JP98/044? 



60 
20 



<400> 17 

atggcgccrc acggcccggg tagtcttacg acccrggtgc; rcrgggctgc cgcccrgctc 
ctcgrtctgg gcgtggaaag ggctotggcg ciarrrgaga tatgcaccca atgtccaggg 
agcgtgcaaa arttgtcaaa agt.ggcctrt tattgtaaaa cgacacgaga gctaatgctg 180 
catgcccgtr gctgcctgaa tcagaagggc accatcttgg ggctggatct ccagaactgi 240 

rctctggagg accctggtcc aaactttcat caggcacata ccactgtcal catagacctg 300 

caagcaaacc ccctcaaagg tgactr.ggcc aacaccttcc gtggctttac tcagctccag 360 

actctgatac tgccacaaca tgtcaactgt cciggaggaa ttaatgcctg gaatactatc 420 

acetcirata lagacaacca aatctgt.caa gggc<iciei<ig<i ace i. i igcaa caacactggg 480 

gacccagaaa tgrgtccrga gaatggancr tgtgtacctg ar.ggtccagg rettrtgeag 540 

fgtgrttgtg ctgatggttt ccatggatac aagtgtatgc gccagggcrc grtctcactg 600 

ciratgitcr rcgggattci gggagccacc acrcratccg rctccaticr gcttigggcg 660 
acccagcgcc gaaaagccaa gacttca 



• 210> 18 

211/ 534 
' 212/ DNA 

2 1 3; liumo sap i ens 



• 400 • 18 

at.gtcgccct ctggrcgcct gTgtcttctc arcatcgrtg p^rrgatrn < mcarcaga 
ggaracacgr tcaaagara^ cargtccagi Trrtcagcag ancaactat catggacar; 
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ccccagaccc tcaagccatc Tggttttcat. gaggatgacc ccttcttcta tgatgaacac 420 
accctccgga aacgggggct gttggtcgca gctgtgctgt Tcatcacagg catcatcatc 480 
otcaccagtg gcaagtgcag gcagctgtcc cggttatgcc ggaatcatLg cagg 534 



210> 19 
■.:M1> 1329 
■ 212> DNA 

< 2 1 3> Homo sap i ens 

<40O> 19 

atgcggctga egcggaagcg gctctgct.cg rrrcrt.atcg ccctgtactg ccrartcrcc 60 

ctctacgctg cctaccacgt cttcttcggg cgccgccgcc aggcgccggc cgggtccccg 120 

cggggcctca ggaagggggc ggcccccgcg cgggagagac gcggccgaga acagtccact 180 

ttggaaagtg aagaatggaa tocrtgggaa ggagatgaaa aaaatgagca acaacacaga 240 

tttaaaacia gccrtcaaat artagataaa trcacgaaag gaaaaacaga tct.cagtgta 300 

caaatciggg gcaaagctgc cairggcttg tatctctggg agcaratttt rgaaggcwa 360 

crtgatcrca gcgatgtgac rgcrcaatgg agagaaggaa agrcaatcgt aggaagaaca 420 

ragTar;:mrr rcarractgg r --v-agc r g: a aiaccagggf arrtctcrgf ^gatgrgaa- 480 

aat gT.gg*a<- r f • < i r. t T T aaa t ggaagagaa aaagraaaga T r r I r r a r g< ■ -a.\crag! gg 54( ■ 

ttactriaig cacaaaar r r agrgraaaTt caaaaacir- agcaicTtgr rgtTgttttg 600 

ct'.'ggaaaTg aarattgtga Taatgagtgg aiaaacccat tcrtcaaaag aauiggagg': 660 

ttrgrg^agf tgrrrrrrar aaiatargar at:^*rrr.gga tiaatgacgr ggatgrttrt 720 



WO 99/18203 



22/58 



PCT/JP98/04475 



gccttgcttc agagtgarct cacattgtgc ccggtcggag taaacacaga atgctatcga 1020 

atctatgagg ctt.gctccta tggctccatt cctgtggtgg aagacgtgat gacagctggc 1080 

aactgtggga atacatctgr geaccacggt gctcctcigc agttacicaa gtccargggt 1 MO 

gctcccttta tctttatcaa gaactggaag gaactcccrg ctgttttaga aaaagagaaa 1200 

actataattt tacaagaaaa aartgaaaga agaaaaatgt tacttcagtg gtatcagcac 1260 

Ttcaagacag agcttaaaat gaaatttact aatattttag aaagctcatt tttaatgaat 1320 

aa taaaagt 13 9 9 



:210> 20 
■ 21 1 > 390 
< 212 > DNA 

v213* Homo sapiens 
:400 ■ 20 

atggagaccc tgggggcccr trtggtgcig gagtttctgc tcctctcccc ggtggaggcc 60 
cagcaggcca cggagcatcg cetgaagccg tggctggtgg gcctggctgc ggtagtcggc 120 
Tt.cctgtt.ca tcgtcrarrt ggtcttgctg gccaaccu'- rctggrgttc caaggccagg 180 
gctgagga^g aggaggagac rargrtcaga aTggagWra acrtaiacra ggacragagl 240 
gaagacaaga gagagaagaa agaggr-.'aag gagaaagaag agaa^aggaa gaaggagaaa 30:) 
aagacagcaa aggaaggaga gagcaactrg ggactggat^ tggaggaaaa agagcccgga 360 
gaccat gaga gagcaaagag cacagtcat g 390 
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< 2 13 > Homo sapiens 

<400;- 21 

agcccaccag tgacc atg aag get gtg ctg ctt gec ctg ttg atg gca ggc 51 
5 Met Lys Ala Va 1 Leu Leu Ala Leu Leu Met Ala Glv 

1 5 10 

ttg gec ctg cag cca ggc act gec ctg ctg tgc tac tec tgc aaa gec 99 
Leu Ala Leu Gin Pro Glv Thr Ala Leu Leu Cys Tyr Ser Cys Lys Ala 

1 T . i f\ ^ — 

S.U ZD 

10 cag gtg age aac gag gar rgc ctg cag gtg aag aac tgc ace cag ctg 147 
Gin Val Ser Asn Glu Asp Lys Leu Gin Val Lys Asn Cys Thr Gin Leu 

30 35 40 

ggg gag cag tgc tgg ace gcg cgc ate cgc gca gtt ggc etc ctg acc 195 

Glv Glu Gin Cys Trp Thr Ala Arg lie Arg Ala Val Gly Leu Leu Thr 
15 45 50 55 60 

gtc ate age aaa ggc Tgc age ttg aac tgc gtg gat gac tea cag gae 243 

Val lie Ser Lys Gly Cvs Ser Leu Asn Cys Val Asp Asp Ser Gin Asp 

65 70 75 

tac tar grg ggc aag aag aac ate arg t gr r gt gar- ace gae ttg t g<" 2H 1 

20 iyr Tyr \al Glv Lys Lv.s -\sn I;e Thr i.'ys t'y.s Asp Ti ; r Asp L"ii i'v^ 

80 85 90 

aac gr C age ggg ger eat gee etg eag ceg g-t gee gee ate ctt geg 339 

Asn Aia Ser Giy Ala His Ala Leu Gin F J ro Ala Aia Ala lie Leu Ala 



• • 1 i i."-; i 1 r 1 a,,; ..-mi ..-a <.>>u ..,••{: : rp v [ : ■ ; /, < ; i ; i \ 
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tagger ctggggggcc ccgctgcagc ccacactggg rgtggtgccc caggcctctg 440 

tgccactcct cacagaccrg gcccagtggg agecrgrcer ggttcctgag gcacatocra 500 

aegcaagtet gaccatgtar gtctgcaccr ctgtccccca ccctgacccr cccatggccc 560 

tctccaggac tcccacccgg cagatcagct ctagrgacac agatccgcct geagatggee 620 

cctrcaaccc rctcrgcrgr rgrttrcatg gcccagcarr. cr.ccacccr.t aacccrgtgc 680 

tcaggcacct cttcccccag gaagccrr.ee ctgcccaccc catcratgac r tgagecagg 740 

tctggtccgr ggtgtccccc gcacccagca ggggacaggc actcaggagg geccagtaaa 800 

ggctgagatg aagtggactg agtagaactg gaggacaaga gtcgacgtga gtrcctggga 860 

gtcrccagag arggggccTg gaggcctgga ggaaggggee aggccrcaca rr.cgtggggc 920 

tccctgaaig geagectgag cacagegtag geccTtaata aacacctgrt ggataagce 979 

■ 2 1 0 ■> 22 

<211 > 123 

< 212.' PRT 

v2 132 liomo sap l ens 

•100 2 2" 

MoT Lvs Ala Val L-.v: Leu Ala Leu Lou Mo: Aia G i v 
1 5 1 i ] 

Leu Ala Leu Gin Pro Glv Thr Ala Leu Leu Cvs Tvr Sor r V s Lvs Ala 

15 20 
Gin Val Sor \sn Glu Asp fvs Leu Gin Val Lvs Asn Lvs Thr Gin Leu 
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Tyr Tvr Val Gly Lys Lys Asn lie Tin" Cys Cys Asp Thr Asp Leu Cvs 

80 85 90 

Asn Ala Ser Gly Ala His Ala Leu Gin Pro Ala Ala Ala He Leu Ala 
5 95 100 105 

Leu Leu Pro Ala Leu Gly Leu Leu Leu Trp Gly Pro Gly Gin Leu 
110 115 120 

10 C>10* 23 

■211 > 1279 
' 212 • DNA 

'213- Homo sap i ens 



15 ,100' 23 

agggccagcn cagtcgccgc cgcccgccca caaagccaca ggcaggtgca ggcgcagccg 60 

eggcgagagr- gtat.ggagcc gagccgt.Tag cgcgcgccgr cggtgagtca gtcegt.ccg: 120 

ccgrecgtcr gtcggggcgc cgcagctcoc gccaggceca gcggccccgg r — ctcgtci 180 

crrcgcacce ggagccacce ggtggagogg grrr r gecg- ggcagcc a; g \rr a ig 236 
20 y, : Sfir M or 

ggr rig gag air acg ggc aec gcg cTg gcr gig r T g ggc t gg rtg ggr 38-1 

Gly Leu Glu I 1 e Thr Giv Thr Ala Leu Ala Val Leu Gly Trp L^u GIv 
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ggc age aac ate arc acg 
Gly Ser Asn lie lie Thr 
40 

aac tgc gtg gig cag age 
5 Asn Cys Val Val Gin Ser 
55 

teg erg ctg gca erg cca 
Ser Leu Leu Ala Leu Pro 
70 

10 gtg grg gec are erg erg 
Val Val Ala lie Leu Leu 
85 

ggc gee cag tgc arc aac 
Gly Ala Gin Cys Thr Asn 
15 100 105 

ate ace ate gtg gca ggc 
He Thr I le Val Ala Glv 
120 

CtC K r ^ rr- g T - r X g g 

20 Leu Wil Pro <~-r T r p 
135 

aac cc<- m g gtg r ce gag 

Asn Pra Val Val Pro Gin 



26/58 

teg cag aac ate tgg gag ggc 
Ser Gin Asn lie Trp Glu Gly 
•15 

acc ggc cag atg cag tgc aag 
Thr Gly Gin Met Gin Cys Lys 
60 

cag gac ctt cag gcg gee cgc 
Gin Asp Leu Gin Ala Ala Arg 
75 80 
gec gec rrc ggg erg era gtg 
Ala Ala Phe Glv Leu Leu Val 

90 95 
tgc gtg cag gac gac acg gec 
Cys Val Gin Asp Asp Thr Ala 
110 

gtg ctg ttc ctt ere gee gec 
Val Leu Phe Leu Leu Ala Ala 
125 

I eg gec aac ace ar t at c egg 
Se t A 1 a Asn Th r I L> II" Arg 
140 

grg rag aag eg." gag atg ggc 
Ala G 1 n Lys Arg G 1 u Met G 1 v 
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ctg tgg atg 380 
Leu Trp Mer 

50 

gtg tac gac 428 
Val Tyr Asp 
65 

gec etc ate 476 
Ala Leu lie 

gcg ctg grg 524 
Ala Leu Val 

aag gec aag 572 
Lys Ala Lys 
115 

c r. g e r e a c e 620 
Leu Leu Thr 
130 

gae t r c r ar onh 

Asa Phe Tyr 

145 

grg pgr rtg 716 

Ala Glv Leu 



i -\ i a 



jiii l > ■ a 



[ 
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etc tgc tgc teg tgt ccc cca cgc gag aag aag tac acg gec acc aag 812 
Leu Cys Cys Ser Cys Pro Pro Arg Glu Lys Lys Tyr Thr Ala Thr Lys 
180 185 190 195 

gtc gtc tac tec gcg ccg cgc tec acc ggc ccg gga gee age etg ggc 860 
5 Val Val Tyr Ser Ala Pro Arg Ser Thr Gly Pro Gly Ala Ser Leu Gly 

200 205 210 



aca ggc tac gac cgc aag gac tac gtc taa gggacagacg cagggagacc 910 
Thr Gly Tyr Asp Arg Lys Asp Tyr Val 



10 



15 





215 




220 








ccaccaccac 


eaecaccacc 


aacaccacea 


ccaeeacagc 


gagctggagc 


gcgcaccagg 


970 


ccatccagcg 


tgcagccrtg 


cr teggagge 


cagcccaccc 


ecagaageca 


ggaagccccc 


1030 


gcgctggact 


ggggcagcr t 


oeccagcagc 


caegget t tg 


egggceggge 


ag tcgac 1 1 c 


1090 


ggggeccagg 


gaccaacc t g 


car.ggacT.gt 


gaaaec t cae 


cct tctggag 


cacggggcct 


1150 


gggtgaccgc 


caatact tga 


eeaccccg t c 


gagccccat e 


gggccgctgc 


ccecatgctc 


1210 


gcgctgggca 


gggaceggea 


gece tggaag 


gggcacttga 


T at 1 1 1 rcaa 


taaaagect t 


1270 


tegt t ttgc 












1279 



■';!10'.' 24 

20 ,:.'ir 22u 
2 1 :: PRT 

no sapiens 
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5 10 15 

Thr Ho Val Cys Cys Ala Leu Pro Met Trp Arg Val Ser Ala Phe He 
20 25 30 35 

Gly Ser Asn lie He Thr Ser Gin Asn He Trp Glu Gly Leu Trp Mer 
5 40 45 50 

Asn Cys Val Val Gin Ser Thr Gly Gin Met. Gin Cys Lys Val Tyr Asp 

55 60 65 

Ser Leu Leu Ala Leu Pro Gin Asp Leu Gin Ala Ala Arg Ala Leu He 
70 75 80 

10 Val Val Ala He Leu Leu Ala Ala Phe Gly Leu Leu Val Ala Leu Val 
85 90 95 

Gly Aia Gin Cys Thr Asn Cys Val Gin Asp Asp Thr Ala Lys Ala Lys 
100 105 110 115 

He Thr lie Val Ala Gly Val Leu Phe Leu Leu Ala Ala Leu Leu Thr 
15 120 125 130 

Leu Val Pro Val Ser Trp Ser Ala Asn Thr lie He Arg Asp Phe Tyr 

135 140 145 

Asn Pro Val Val Pro Glu Ala Gin Lys Arg Glu Met Civ Ala Gly Leu 
150 155 160 

20 Tyr Giv Trp Ala Ala Aia Ala Leu Gin L^u L^u Giy Gly -\l<i Leu 

165 170 175 

Leu Cys Cys Ser Cys Pro Pro Arg Glu Lys Lys Tyr Thr Ala Thr Lys 
ISO 185 190 195 
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:210: 



ZD 



211 > 835 
212.' DNA 

213!' Homo sap i ens 



<400> 25 

0<±nZ*rTTnnT rr rr T rr rr rr-^ t r- f- f t -i rr r m rr rr /-wt o^rTfTn-rrr'inrr , T «- «- „ ^ „ „ „ t- ~ ~ - ~ 

o ~ - oft-o&to^--- b — h - b-bh^h ^^bhh^sh bfc>^*S^^6^ 1 ^ ^8 & *~ £ £ <~ g <=1 ')U 

cc atg gcg tar cac ggc etc act gtg cct etc a tt gtg atg age gt.g 1Q7 
Met Ala Tvr His Gly Leu Thr Val Pro Leu He Val Met Ser Val 
1 5 10 15 

ttc tgg ggc ttc gtc ggc ttc ttg gtg ccr tgg ttc ate cct aag ggt 155 
Phe Trp Gly Phe Val Glv Phe Leu Val Pro Trp Phe lie Pro Lvs Gly 

20 25 30 

cct aac egg gga gt t ate att ace atg ttg grg acc tgt tea gtt tgc 203 
Pro Asu Arg Glv Val [I** He Thr Met Leu Vai Thr Cvs Ser Val Cvs 

35 .JO 45 

r b r ftc rr- ij;g rrg arr gea art ctg g- • <- [la nr ;l(if . rr T r \, ; \~ ; 

1 vs L-r iru Ph^ Trp L.-u ; L< Aia II- L-u V : a Gin L*>u Asn Pro i.-ui 

50 55 60 

rtt gga ccg caa ttg aaa aat gaa arr a t <~ tgg tat ctg aag tat cat 299 
Phe Glv Pro G 1 n Leu Lvs Asn Giu Thr II- Trp Tvr Iru Lvs Fvr Pis 
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agaagagaat gccttctaga tgcaaaatca 
cctgttttgg ccattagctg ccttaaacgr 
atgcagcgtg tr.ttcctttg cctt.ttttgc 
gaactgtgcc gactccacaa aacgattatg 
ctgagagata cgttactctc tccrtggaat 
cacgtgggaa tcagtgaagt gtrtagaaac 
tggtcagtag gagagcacgt tcagagggaa 
tactttcagg argaau.rct rctrtct.gcc 
tatgg 



cctccaaacc agaccacttt tcttgacttg 410 

taacagcaca tttgaatgcc ttattctaca 470 

actttggtga attacgigcc tccataacct 530 

tactcrtctg agatagaaga tgctgttctt 590 

ctgtggattt gaagatggct cctgccttct. 650 

tgctgcaaga caaacaagac tccagtgggg 710 

gagccatcrc aacagaatcg caccaaacta 770 

atctrttgga ataaatattt tcctcctttc 830 

835 



210 > 26 
•■211 > 81 
'212 • PRT 

213/ Homo sapiens 

<400L 26 

Met Ala Tyr His Giv Leu Thr Val Pro Leu IN* Val Mot Ser Val 

I 5 10 15 

Phe Trp Giv Phe \\t\ Gly Phe Leu vai Pro i rp Phe iie Pro Lvs Giv 

20 25 30 

Pro Asn Arg Glv Val He IIp Thr Met Leu Val Thr fv.s S-r \a] Cvs 
35 40 45 
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Trp Pro 

80 

210 •• 27 
'211 1256 

< 212 DNA 

< 2 1 3 • Homo sap ions 

:400: 27 

agtatggagg caccggtagc ccagtgtctg agtggtrgcc gggtcrccat ggagaagcgg 60 
ctcgccagtg rcccaggctg ctgagctcrc gccgcccgag accccgcggc gcggccgcag 120 
ggcc acg eta gec ttg cgc gtg gcg cgc ggc teg tgg ggg gec ctg cgc 169 
Met Leu Ala Leu Arg Val Ala Arg Glv Ser Trp Glv Ala Leu Arg 
1 5 10 15 

ggc gec get tgg gcr ccg gga acg egg ecg agt aag cga egc gec r gr 217 
Glv Ala Ala Trp Ala Pro Glv Tlir Arg Pro Ser Lvs Arg Arg Ala Cvs 

20 25 30 

tgg gcr rTg erg erg rrc gtg err; t ge t gr ttg ggr t gr; r \ g grr gaa 265 
I rp Ala Leu Lou Pro Pro Val Pro Lvs Lvs Leu Glv i'vs Leu Ala G ! u 

35 40 15 

rge tgg agg erg egt erg gee get ett ggc trg egg rtg err- air 3 ! 2, 

Arg Trp Arg Leu Arg Pro Ala Ala Leu Glv Leu Arg Leu Pro Glv Ik* 
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10 



gcg gcc gga gcg ggc gcc get gee gaa gec ecg ggc gge eag tgg gge 409 
Ala Ala Gly Ala Gly Ala Ala Ala Glu Ala Pro Gly Gly Gin Trp Glv 
SO 85 90 95 

ccg gcg age acc ccc age erg tat gaa aac era tgg aca ate ccg aar 457 
Pro Ala Ser Thr Pro Ser Leu Tyr Glu Asn Pro Trp Thr lie Pro Asn 

100 105 IK) 

atg rtg tea atg aeg aga arr ggc r t g gcc era gtt ctg ggc tat ttg 505 
Met Leu Ser Met Thr Arg lie Gly Leu Ala Pro Val Leu Gly Tyr Leu 

115 120 125 

art arr gaa gaa gat tit aar art gea eta gga gtt rtr get t ta get 553 
He lie Glu Glu Asp Phe Asn lie Ala Leu Gly Val Phe Ala Leu Ala 

130 135 140 

gga eta aca gat ttg ttg gat gga trr att get cga aac tgg gcc aat 601 
Gly Leu Thr Asp Leu Leu Asp Glv Phe lie Ala Arg Asn Trp Ala Asn 
15 145 150 155 

caa aga tea get ttg gga agt get err gar cea ett get gat aaa ata 649 
Gin Arg Ser Ala Leu Gly Ser Ala Leu Asp Pro Leu Ala Asp Lvs I In 
ISO 165 170 175 

err arc agt air t t a rat gtt age tig ; < tat sea gat. mt att n:;i 6-7 
20 lhu He Ser lie Leu T\ r \al Ser Leu Fhr ivr Aia Asp Leu i L> Pro 

180 185 iyo 

£ tr rr 'i ett a<~t tar atg ate att leg aga gar gta arg ttg att grr 74^ 
Val Pro Leu Thr- Tyr Met ile He Ser Arg Asp Val Met Leu He Ala 
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gcc aag tar ttc aat cct tgc tat gcc act get agg tra aaa cca aca 841 
Ala Lvs Tyr Phe Asn Pro Cys Tyr Ala Thr Ala Arg Leu Lys Pro Thr 

225 230 235 

ttc ate age aag gtg aat aca gca gtc cag rta ate t tg gig gca get 889 
Phe lie Ser Lys Val Asn Thr Ala Val Gin Leu lie Leu Val Ala Ala 
240 245 250 255 

tct. ttg gca get cca gtt ttc aac tat get gac age art. tat ctt cag 937 
Ser Leu Ala Ala Pro Val Phe Asn Tyr Ala Asp Ser lie Tvr Leu Gin 

260 2bn 270 

ata eta tgg tgt ttt aca get trc acc aca get gca tea get tat age 985 
lie Leu Trp Cys Phe Thr Ala Phe Thr Thr Ala Ala Ser Ala Tyr Ser 

275 280 285 

tac tat cat tat ggc egg aag act gtt cag gtg ata aaa gac tga 1030 
Tyr Tyr His Tyr Glv Arg Lys Thr Val Gin Val He Lys Asp 

290 295 300 

tgaaagtcar ccctcactgr tagtaaggaa gcagtataca tcaatgggaa eagggeccat 1090 
ggaaatgtac aggagtttcc ctattttggt gttcagcttg aaaaaggact tgtcagaatc 1150 
aactgtgtca tcaaaattta agraatgtge attgaaaata aggrt.gatca tgggaaratg 1210 
cagaatrtcc aatgtatttt I aaa tac aaa taaaartgta autag 1256 



<210> 28 



WOW/18203 34/58 PCT/JP98/0447 

Met Leu Ala Leu Arg Val Ala Arg Gly Ser Trp Gly Ala Leu Arg 
1 5 10 15 

Gly Ala Ala Trp Ala Pro Gly Thr Arg Pro Ser Lys Arg Arg Ala Cys 

20 25 30 

Trp Ala Leu Leu Pro Pro Val Pro Cys Cys Leu Gly Cys Leu Ala Glu 

35 40 45 

Arg Trp Arg Leu Arg Pro Ala Ala Leu Gly Leu Arg Leu Pro Gly He 
50 55 60 

OK' (tin Arrr 4<;n Hie I've fill. A I. r. 1 I A I „ \1_ r» t * _ ^ 

■ - o ■ - - • - ^ v. * vj i , miu vj i u. > o Mia m r iu A I g r ro 

65 70 75 

Ala Ala Gly Ala Gly Ala Ala Ala Glu Ala Pro Gly Gly Gin Trp Gly 
80 85 90 95 

Pro Ala Ser Tiir Pro Ser Leu Tyr Glu Asn Pro Trp Thr lie Pro Asn 

100 105 no 

Met Leu Ser Met Thr Arg He Glv Leu Ala Pro Val Leu Gly Tyr Leu 

115 120 125 

He He Glu Glu Asp Phe Asn lie Ala Leu Gly Val Phe Ala Leu Ala 

130 135 140 

Glv L>m; Thr Asp Leu L-u Asp Giv Phe Ii» Ala Arg Asn Trp Ala Asn 

M = ' !5i; 155 

Gin Arg Ser Ala Leu Gly Ser Ala Leu Asp Pro Leu Ala Asp Lvs I 1 o 
160 165 170 175 
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210 215 220 

Ala Lys Tyr Phe Asn Pro Cys Tyr Ala Thr Ala Arg Leu Lys Pro Thr 

^25 230 235 

Pho He Ser Lys Val Asn Thr Ala Val Gin Leu He Leu Val Ala Ala 
5 240 2-15 250 2 55 

Ser Leu Ala Ala Pro Val Phe Asn Tyr Ala Asp Ser He Tyr Leu Gin 

260 265 270 

lie Leu Trp Cys Pho Thr Ala Pho Thr Thr Ala Ala Ser Ala Tyr Ser 

9 7=; oor» „„r- 

10 Fvr Tyr His Tyr Glv -Vrg Lys Thr Val Gin Val He Lys Asp 

290 295 300 



<:2I0> 29 
15 211 ^ 1305 
• 2 1 2 ' DMA 



sapiens 



-'400 • 29 
20 -rttttn 



r Z^rczZXCrr r a T g C :il L " ggg (liU; • • rai , Ir ,. z ; 

Met Glu Ala Lou Glv Lys Leu i.vs Gin Pho 
*' fil tar r - rr aa ^ tT K T t^S ga- rtr egg gir aag acr t g- ggg 99 



i 
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30 

ctg tec gag erg 
Leu Ser Gl u Leu 
45 

tac grg gae aag 
Tyr Val Asp Lvs 
60 

c 1 1 tit ccg car 
Leu Phe Pro His 
75 

grg gee gga gaa 
Val Ala Gly Giu 

cga era gat aaa 
Arg Leu Asp Lys 
1 10 

gag ct r ggg aaa 
Gl u Leu G 1 v Lvs 
125 

rr: g. ir fgr 
Pro Asp Arg lvs 
MO 

tgc Tgi aac arr 




cag tat tac etc 
Gin Tyr- Tyr Leu 
50 

teg egg gga gat 
Ser Arg G I v Asp 
65 

arg eel tgi gec 
Mot Pro Cys Ala 
80 

cag cag erg gat 
Gin Gin Leu Asp 
95 

gat ggc ate ecc 
Asp Gly I le Pro 

gtc gag grg acg 
Val Giu Val Thr 

i:ui 

gag age : gr ;ai 
Giu Ser Gvs Tv r 
145 

tgr gaa gat gig 



36/58 

35 

acc aeg gag gtg 
Thr Thr Giu Val 

aaa ctg aag ate 
Lvs Leu Lvs lie 
70 

tat, c t g a g r art 
1 vr Leu Ser He 
85 

grg gaa cac aac 
Val Giu His Asn 
100 

gtg age tea gag 
Val Ser Ser Giu 
115 

gig r r t gac rrt 
Val Phe -\sp Pro 

g g g < ■ : g a g g ■ a 
Gl v Ala Giu Ala 
i 50 

f -'RS Rag g' a :a: 




40 

eat ect gag etc 
His Pro Giu Leu 
55 

aae ate gat gta 
Asn 1 1 e Asp Val 

gat gee atg gat 
Asp Ala Met Asp 

90 

erg ttc aag caa 
Leu Phe Lys Gin 
105 

get gag egg cat 
Ala Giu Arg His 

120 

gac rcr ctg gac 
Asp Ser Leu Asp 

135 

gaa ga ; at c aag 
vj 1 u Asn lie Lvs 

eg." cgr aga ggc 
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195 



243 



291 



339 



387 



435 



483 



WO 99/18203 

ttc age cag aag 
Phe Ser Gin Lvs 
190 

ggc xi c ttg gaa 
Gly Phe Leu Glu 
205 

ggg aag age r re 

r l i a _ nt. _ 

220 

t.tt ggc ctt gac 

Phe Giv Leu Asp 
235 

ttt ggg gag gac 

Phe Gly Glu Asp 

gr.c act gcg err 
Val Thr Aia Pro 
270 

gtg -rr a^r gr g 

V;il Pro Thr Val 
285 

cag rrc tcr gr g 




175 

atg cag gag cag 
Met Gin Glu Gin 

gtc aar. aag gcg 
Val Asn Lvs Val 
210 

cag cag tec cat 

uni uin ot-i ni^ 

225 

aac arc aac atg 
Asn I 1 e Asn Met 
240 

tat cca ggc at t 
Tyr Pro Gly lie 
255 

caa gec tec atg 
Gin Ala Ser Met 

tar arg aag gtg 
Tvr Met Lvs Val 
290 

ace aga cat gag 
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180 

aag aat gaa ggc 
Lvs Asn Glu Gly 
195 

gee gga aac ttc 
Ala Giv Asn Phe 

L fe *~a^ 6 ^ ^ t 

Va I His val His 

230 

ace cae tac arc 
Thr His Tvr He 
245 

gtg aac ccc ctg 
Val Asn Pro Leu 
260 

atg ttc cag tac 
Met Phe Gin Tvr 

gar gga gag gta 
Asp Giv Glu Val 

aag gt r g-r ;ta t 




185 

tgc cag gtg tat 
Cys Gin Val Tvr 
200 

cae rtt gee ccr 
His Phe Ala Pro 
215 

gac ttg cag age- 
Asp Leu Gin Ser 

cag cae ctg tea 
Gin His Leu Ser 
250 

gac cac ace aat 
Asp His Thr Asn 
265 

rtt gtg aag gtg 
Phe Val Lvs Val 

280 

c t g ar.«; aea a a I 
Leu Arg Tin- Asn 

295 

ggg <rg ttg gge 
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627 



675 



723 



771 



819 



867 



915 
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315 320 325 330 

atg gtg aag ctg acg gag aag cac agg tec tic acc cac ttc ctg aca 1059 
Met Val Lys Leu Thr Glu Lys His Arg Ser Phe Thr His Phe Leu Thr 
335 340 345 

5 ggt gtg tgc gec ate arr ggg ggc atg ttc aca gtg get gga etc ate I 107 

Gly Val Cys Ala He lie Gly Glv Mer Phe Thr Val Ala Gly Leu lie 

350 355 360 

gat teg etc ar.c tac cac tea gca cga gec ate cag aag aaa att gat 1155 
Asp Ser Leu He Tvr His Ser Aia Arg Ala He Gin Lys Lys He Asp 
10 365 370 375 

eta ggg aag aca acg tagtcaccet cggtgcttcc tctgtctcct ctrtctccct 1210 
Leu Gly L\'s Thr Thr 
380 

ggcctgtggt tgtcccccag cctctgccac cctccaectc ctxggtcagc cccagcccca 1270 
15 ggttgataaa tetattgatt gattgtgata gtaac 1305 



<210> 30 
'211 383 
20 212 PRT 

' 2 1 3 > Homo sapiens 

400/ 20 



WO 99/18203 ^0 39/58 

Glv Ala Thr Val Thr He Val Scr Gly Leu Leu Met Leu Leu Leu Phe 

30 35 40 

Leu Ser Glu Leu Gin Tvr Tyr Leu Tiir Thr Glu Val His Pro Glu Leu 
^ 50 55 

5 Tvr Val Asp Lys Ser Arg Glv Asp Lvs Leu Lvs He Asn lie Asp Val 
60 t55 70 

Leu Phe Pro His Met Pro Lvs Ala Tvr Leu Ser He Asp Ala Met Asp 
75 HO 85 90 

. ^i. vim uin utu .n.^|> v<ii uiu ms :\sn Leu Khe Lvs Gin 

10 95 100 105 

Arg Leu Asp Lys Asp Glv He Pro Val Ser Ser Glu Ala Glu Arg His 

110 H5 120 

Glu Leu Glv Lvs Val Glu Val Thr Val Phe Asp Pro Asp Ser Leu Asp 
125 130 135 

15 Pro Asp Arg Cys Glu Ser Cvs Tvr Glv Ala Glu Ala Glu Asp lie Lvs 
NO 145 150 

( 'vs f vs Asn Thr Cvs Glu Asp Val Arg Glu Ala Tvr Arg Arg Arg Glv 
155 160 165 170 

irp Ah; Phe Lvs .Asn Pm Asp Thr He Glu Gin «'vs Arc; Arg Gin Gl\ 
20 17= IHV. iS5 

Phe S^r Gin Lvs Mer Gin Giu Gin Lvs Asn Glu Glv i'v.s Gin Val Tvr 

190 195 900 

Glv Ph- L^u (ilu Val Asn Lvs \al Ala Glv Asn Phr Pis Phe Ala Pro 
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235 240 245 250 

Phe Gly Glu Asp Tyr Pro Gly lie Val Asn Pro Leu Asp His Tin- Asn 

255 260 265 

Val Thr Ala Pro Gin Ala Ser Met Met Phe Gin Tyr Phe Val Lys Vai 
5 270 275 280 

Val Pro Thr Val Tyr Met Lys Val Asp Gly Glu Val Leu Arg Thr Asn 

285 290 295 

Gin Phe Ser Val Thr Arg His Glu Lys Val Ala Asn Gly Leu Leu Glv 
300 *-> i ^ 

10 Asp Gin Gly Leu Pro Glv Val Phe Val Leu Tvr Glu Leu Ser Pro Met 
315 320 325 330 

Met Val Lys Leu Thr Glu Lys His Arg Ser Phe Thr His Phe Leu Thr 

335 340 345 

Gly Val Cvs Ala lie He Gly Gly Met Phe Thr Val Ala Gly Leu He 
15 350 355 360 

Asp Ser Leu lie Tyr His Sor Ala Arg Ala Hp Gin Lys Lys He Asp 

365 370 375 

Leu Glv Lys Thr Thr 
380 

20 
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<210 • 31 



2 1 1 8W 
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cgtcggtgac ctgtgggact cgagcrattc ctgcagctca gcagacctcc tggccgtgge 60 
agacrtctgc gtt at.g acc egg erg erg ggc rac gtg gac ccc ctg gat 109 
Met Thr Arg Leu Leu Glv Tvr Val Asp Pro Leu Asp 
1 5 10 

ccc age ttt gig get gec gtc ate acc ate acc ttc aat ccg etc Lac 157 
Pro Ser Phe Val Ala Ala Val He Thr He Thr Phe Asn Pro Leu Tyr 
15 20 25 



tgg aar. gtg gtt gea cga tgg gaa cac aag acc cgc aag erg age agg 205 

T A _ 1 \/,, 1 A 1 .. \ T r I . . LI ; „ I .. _ T L \ _ I r x 

ll H 1 T a 1 i a t ma r\i g i i y u i u 1 1 i ^» l v i i j i l ni i; L.VS L_eu oef M I" g 

30 35 40 

gec ttc gga tee ccc tac ctg gec r gc tac tct era age gtc acc ate 253 

Ala Phe Gly Ser Pro Tyr Leu Aia Cvs Tvr Ser Leu Ser Val Thr lie 
45 50 55 60 

ctg etc ctg aac ttc ctg cgc teg cac tgc ttc acg cag gec atg ctg 301 

Leu Leu Leu Asn Phe Leu Arg Ser His Cvs Phe Thr Gin Ala Met Leu 

65 70 75 

age cag ccc agg atg gag age clg gac arc re: gcg gec Tac age ctg 349 

Ser Gin Pro Arg Met Glu Ser Leu Asp Thr Pro Aia Ala Tvr Ser Leu 

80 85 mo 

Kg'' g'-g r ' ' clg gga ng gg.- gtc g r l; g ' g ' * :■' :: r; :-:^7 

Gly Leu Ala Leu Leu Glv Leu Glv Val \al Leu Val Leu Ser ^.or Phe 
95 100 105 
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125 130 135 MO 

cce atg tac tgg gga age aca gec aac Tac ctg ggc tgg gec ate atg 5-11 

Pro Met Tyr Trp Gly Ser Thr Ala Asm Tvr Leu Gly Trp Ala [le Met 

145 150 155 

cac gec age cce acg ggc erg etc ctg aeg gtg ctg gtg gec etc ace 589 
His Ala Ser Pro Thr Gly Leu Leu Leu Thr \al Leu Val Ala Leu Thr 

160 165 170 

f.ac ar.a gtg get etc eta tac gaa gag cce ttc ace get gag ate tac 637 
Tyr lie Val Ala Leu Leu Tyr Glu Glu P r o P h e Thr \ 1 a Glu lie Tvr 

175 180 185 

egg cag aaa gee tee ggg tee car aag agg age tgattgaget gcaacagctt 690 
Arg Gin Lvs Ala Ser Gly Ser His Lvs Arg Ser 

190 195 
tgetgaagge ctggccagcc reetggeetg ececaagtgg caggccctgc geagggegag 750 
aatggtgcet getgetcagg gctcgcecec ggegrggger gccccagtgc cttggaacct 810 
getgecttgg ggaccetgga egtgccgaca tatggecatt gagctecaac ccacacatte 870 
ecat teacca ataaaggcae ectgaccrr ggg 



<2\2> PRT 

■ 21 '2> Homo sap i ens 



WO 99/18203 43/58 PCT/JP98/04475 



Pro Ser Phe Val Ala Ala Val lie Thr lie Thr Phe Asn Pro Leu Tyr 

15 20 25 

Trp Asn Val Val Ala Arg Trp Glu His Lvs Thr Arg Lvs Leu Ser- Arg 
30 35 40 

5 Ala Phe 01 v Ser Pro Tvr Leu Ala Cys Tyr Ser Leu Ser Val Thr lie 
-15 50 55 60 

Leu Leu Leu Asn Phe Leu Arg Ser His Cys Phe Thr Gin Ala Met Leu 

65 70 75 

Spr Gin Pro Arg Met Glu Ser Leu Asp Thr Pro Ala Ala Tvr Ser Leu 
10 80 85 90 

Gly Leu Ala Leu Leu GLv Leu Glv Val Val Leu Val Leu Ser Ser Phe 

95 100 105 

Phe Ala Leu Gly Phe Ala Glv Thr Phe Leu Gly Asp Tvr Phe Gly He 
HO 115 120 

15 Leu Lvs Glu Ala Arg Val Thr Val Phe Pro Phe Asn He Leu Asp Asn 
125 130 125 140 

Pro Met Tvr Trp Glv Ser Thr Ala Asn Tvr Leu Giv Trp Ala lie Met 

M5 150 155 

His A:-: Sor Pro Thr Glv Leu Leu lev, Thr v.il Leu Val Ala i.-u Thr 
20 160 155 170 

Tvr He val Ala Leu Leu Tvr Glu Glu Pro Phe Thr Ala Glu IH Tvr 

H5 180 185 

\rg GH Lvs Ala Ser Glv Ser His Lvs \rg Ser 
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■ 2 1 1 > 905 

<'212> D\A 

i: 213.> Homo sapiens 



5 <400> 33 

aacggaaa atg gcg cct cac ggc ccg ggr agt ctt acg acc ctg gtg ccc 50 
Met Ala Pro His Glv Pro Glv Ser Leu Thr Thr Leu Val Pro 
1 5 iQ 

t-gg get gec gec erg etc etc get. erg ggc gtg gaa agg get ctg gcg 98 
10 Trp Aia Aia Aia Leu Leu Leu Ala Leu Glv Val Glu Arg Ala Leu Ala 
15 20 25 30 

ct.a ccc gag ata tgc acc caa tgt cca ggg age gtg caa aat. trg tea 146 
Leu Pro Glu He Cvs Thr Gin Cvs Pro Gly Ser Val Gin Asn Leu Ser 
35 40 45 

15 aaa gtg gec trt tat tgt aaa acg aca cga gag eta arg ctg cat. gec 194 
Lys Val Ala Phe Tyr Cvs Lvs Thr Thr Arg G!u Leu Met Leu His Ala 

50 55 60 

cgt tgr c:g aai ca« aag ggc arc arc rtg ggg rtg gat c:c cag 242 

'\rg Cvs i'vs L^u Asn Gin Lvs Glv Thr i L> L.-u Giv L-ei Asp L-u Gin 
20 o5 7'.) - 

aac rgi tcr erg gag gac r r i ggr cca aac ttt rat cag gra r a r arc 290 
Asn fvs S^r Leu Glu Asp Pro Glv Pro Asn Pfn> His Gin Ala His Thr 
Hi J 85 u<) 
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45/58 
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Asn Thr Phc Arg GJ y Phe Thr Gin Leu Gin Thr Leu lie Leu Fro Gin 

115 120 125 

ear gtr aac tgr rcr gga gga air aar gcc tgg aat act. ate acc let 434 
His Vai Asn Cys Pro Gl y Glv lie Asn Ala Trp Asn Thr lie Thr Ser 
5 130 135 140 

tat ata gac aac caa arc Tgi caa ggg caa aag aac ctt tgc aar. aac 482 
Tyr lie Asp Asn Gin He Cvs Gin Glv Gin Lys Asn Leu Cvs Asn Asn 

M5 150 155 

acr - g£6 b 7 ^ ^lTi gaa atg tgr rcr gag an: iri L g[ g la cel. gar 530 

10 Thr Glv Asp Pro Glu Met Cvs Pro Glu Asn Glv Ser Cvs \ai Pro Asp 
160 165 170 

ggt cca ggr. crt ttg cag tgt gr t tgr get. gat ggt uc cat gga tac 578 
Glv Pro Glv Leu Leu Gin Cys V a 1 Cvs Ala Asp Gl y Phe His Gl y Tvr 
175 180 185 190 

15 aag tgt atg cgc cag ggc rcg Ttc tea erg ctt atg ttc ttc ggg att 626 
Lvs Cvs Met Arg Gin Glv Ser Phe Ser Leu Leu Met Phe Phe Glv lie 

195 200 205 

ctg gga gcc acc act eta rcc grc tec art ctg r t t tgg gcg acc cag 67-1 
Leu Glv A i a Thr Thr Leu Ser \ a I Ser' i ■ ►> L^- Cpu j >-p -\ \ ci 7 n r > , ; P 

20 210 22. 

cgc cga aaa gcc aag act Tea tgaac tacataggtc ttaocattga 720 
Arg Arg Lvs Ala Lvs Thr Ser 



WO 99/1 d203 46/58 PCT/JP98/04475 



:2ic> 34 

■'21 1 » 229 
5 212 ■ PRT 

213 Homo sap i ens 

MOO: 34 

Met Ala Pro Mis Glv Fro G 1 v Ser Leu Thr Thr Leu Vai Pro 
10 1 5 10 

I rp Ala Ala Ala Leu Leu Leu Ala Leu Glv Val Glu Arg Ala Leu Ala 
15 20 25 30 

Leu Pro Giu He Cys Thr Gin Cvs Pro Glv Ser Val Gin Asn Leu Ser 
35 40 45 

15 Lvs Val Ala Phe Tyr Cvs Lvs Thr Thr Arg Glu Leu Met Leu Mis Ala 
50 55 60 

Arg Cvs Cvs Leu Asn Gin Lvs Glv Thr lie Leu Glv Leu Asp Leu Gin 

65 70 75 

Asn ' vs Ser" Leu Giu Asp Pro Glv Pro Asn Phe p i s g 1 n Ala Mis Thr 
20 8o 85 

Thr Vai lie lie Asp Leu Gin Ala Asn Pro Leu L\os Giv Asp Leu Ala 
^5 100 105 HO 

Asn Thr- Pin 1 Arg Glv Phe Thr Gin Leu Gin Thr L»u : L- Leu Pro Gin 



WO 99/18203 ^0 47/58 PCT/JP98/04475 

145 150 155 

Thr Glv Asp Pro Glu Mot Cvs Pro Glu Asn Gly Ser Cvs Val Pro Asp 

160 165 170 

Gly Pro Gly Leu Leu Gin Cys Val Cys Ala Asp Gly Phe His Gly Tyr 
5 175 180 185 190 

Lys Cvs Met Arg Gin Glv Ser Phe Ser Leu Leu Met Phe Phe Glv He 

195 200 205 

Leu Gly Ala Thr Thr Leu Ser Val Ser lie Leu Leu Trp Ala Thr Gin 
210 215 220 

10 Arg \ig Lvs Ala Lys Thr Ser 



■210> 35 
15 < 211> 841 

<2I2:> DNA 

\2 131 Homo sap i ens 

100.' 35 

20 ;trcargagg rtgccgg-* agga-r-r,! g^rrga;' .it g t.g !.: g:;' eg- 

Met Ser Pro S^r Glv Arg 

1 n 

erg tgt ctt etc arc ate git gg r c tg at r rir err a:r a ga gga r\ig 



WO 99/18203 



48/58 
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25 30 35 

gac art cag gtc ccg aca cga gcc cca gat gca gtc tac aca gaa etc 200 
Asp He Gin Val Pro Thr Arg Ala Pre Asp Ala Val Tyr Thr Ghi Leu 

40 45 50 

cag ccc acc tot cca acc cca acc tgg cct get gat gaa aca cca caa 248 
Gin Pro Thr Ser Pro Thr Pro Thr Trp Pro Ala Asp Glu Thr Pro Gin 
55 60 65 70 

ccc cag acc cag acc cag caa erg gaa gga acg gat ggg cct eta gtg 296 
n*-^ r.u TV,** r.}„ ru r.in r. i n i r. i,, n,- tu« a n.. n„„ i ... v_ i 

1 1 ^ w w i i . i i will i t i i win win l^llj wiw wi t 1 U 1 . I O (J U 1 Y 1 LU LfU Tdti 

"5 80 85 

aca gat cca gag aca cac aag age acc aaa gca gcr cat ccc act gat 344 

Thr Asp Pro Glu Thr His Lvs Ser Thr Lys Ala Ala His Pro Thr Asp 

90 95 100 

gac acc acg acg etc tct gag aga cca tec cca age aca gac gtc cag 392 

Asp Thr Thr Thr Leu Ser Glu Arg Pro Ser Pro Ser Thr Asp Val Gin 

105 110 115 

aca gac ccc cag acc etc aag cca t c t ggt Mr car gag gat gac ccc 440 

Thr Asp Pro Gin Thr Leu Lvs Pro Ser Glv Phe His Giu Asp Asp Pro 

120 125 130 

rrc rrc rat gat gaa rac tl r f: rrr r gg aaa egg ggg erg M . ^ T r , |88 

Phe Phe Tyr Asp bin His Thr Leu Ars Lvs Arg Glv Leu Leu \al Ala 
135 140 1 15 150 

get gtg ctg tic ate aca gg^ ate arc atr etr arc agt ggc aag tgc 536 



+ 
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170 175 

tcagaaacag gagctgacaa cccgctgggc acccgaagac caagccccct gccagctcac 640 

cgtgcccagc crcctgcatc ccctcgaaga gcctggccag agagggaaga cacagatgat 700 

gaagctggag ccagggctgc cggtccgagt cicctaccrc ccccaaccct gcccgccccr 760 

5 gaaggctacc tggcgccttg ggggctgtcc ctcaagttat ctcctctgtt. aagacaaaaa 820 
gtaaagcact gtggtctt.tg c g4 1 



<2 10 > 36 
10 !21 1 178 
■212 PRT 
213' Homo sapi ens 

<400> 36 

!5 Met Scr Pro Ser Gly Arg 

1 5 
Leu Cvs Leu Leu Thr He Va 1 Gly Leu lie Leu Pro Thr Arg Glv Gin 

10 15 20 

Thr Leu Lys Asp Thr Thr Ser Ser Ser S->r Ala Asp Ser' Thr lie Met 
20 25 30 :rr, 

Asp lie Gin Vai Pro Thr Arg Ala Pro Asp Ala V a 1 Tvr Thr Giu Leu 

40 .15 50 

Gin Pro Thr- Ser Pro Thr Pro Thr Trp Pro Ala Asp Glu Thr Pro Gin 



+ 
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90 95 100 

Asp Thr Thr Thr Leu Ser Glu Arg Pro Ser Pro Ser Thr Asp Val Gin 

105 110 115 

Thr Asp Pro Gin Thr Leu Lys Pro Ser Gly Phe His Glu Asp Asp Pro 
5 120 125 130 

Phe Phe Tyr Asp Glu His Thr Leu Arg Lys Arg Gly Leu Leu Val Ala 
135 M0 145 150 

Ala Val Leu Phe lie Thr Gly lie He He Leu Thr Ser Gly Lys Cys 
155 1 60 165 

10 \rg Gin Leu Ser Arg Lei: Cys Arg Asn His Cys Arg 
170 175 



• 210/ 37 
15 1 21 1 ■ 1451 
•212' DNA 

*-2 1 3 ■ Homo sap i ens 
100 37 

20 actgecigga aacgggclgg gcc T grr r rg gargrcgccg gtgtcgc^ga lirinitn ni. 
gcccgetcca tggcggtgga Tgcctgactg gaagcccgag tggg at^ cgg cTg acg j ^ 

Met Arg Leu Thr 

I 



1 



WO 99/18203 




Leu Tyr Ala Ala Tyr His 

25 

gcc ggg tec ccg egg ggc 
Ala Civ Ser Pro Arg Cly 
5 40 

aga cgc ggc cga gaa cag 
Arg Arg Glv Arg Glu Gin 
55 

fcrrr rra o orr-a rrot noo o o o 
~ » O to*-"-* to to 1 — to"*- fc> «-*«-•■ 

10 Trp Glu Glv Asp Glu Lvs 

70 

ctt caa ata tta gar. aaa 
Leu Gin He Leu Asp Lys 
85 90 
15 caa arc tgg ggc aaa get 
Gin He Trp Glv Lys Ala 
105 

r tt gaa ggc tta ctt gat 

P h e G i u G 1 y Lou L e u A s p 

20 i::o 

gga aag tea ate gra gga 
Glv Lvs Ser lie Val Glv 
135 



51/58 

Val Phe Phe Gly Arg Arg Arg 
30 

ere agg aag ggg gcg gcc ccc 
Leu Arg Lys Gly Ala Ala Pro 
45 

tec act ttg gaa agt gaa gaa 
Ser Thr Leu Glu Ser Glu Glu 
60 65 

» -5 t rrnn - 1 r, ^ ^ ~ ^ ~ ~ 

^ Li ^ ^ fs <-t<-* o.tA ^cll. aga li t.. 

Asn Glu Gin Gin His Arg Phe 

75 80 
rcc aeg aaa gga aaa aea gat 
Ser Thr Lvs Gly Lvs Thr Asp 
95 

gcc att ggc ttg tat etc tgg 
Ala lie Glv Leu Tyr Leu Trp 
1 10 

ccc age gat gtg act get caa 
Pro Ser Asp Val Thr Ala Gin 
125 

aga aea eag tae age Me ate 
Arg Thr Gin Tyr Ser Pfm 1 le 
140 145 
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Gin Ala Pro 

35 

gcg egg gag 260 
Ala Arg Glu 
50 

tgg aat cct 308 
Trp Asn Pro 

aaa ae L age 356 
Lys Thr Ser 

etc agt gta 404 
Leu Ser Val 
100 

gag car att 452 
Glu His lie 
115 

tgg aga gaa 500 

Trp ; \rg Gh: 

130 

art ggt eea 548 
Thr Glv Pro 



WO 99/18203 M 52/58 



PCT/JP98/04475 



ile leu asn gly arg glu lys ala lys ile phe tyr ala thr gin trp 
165 170 175 180 

tta ctt tar. gca caa aat. rta gig caa art caa aaa etc cag cat ctt 692 
Leu Leu Tyr Ala Gin Asn Leu Val Gin Ilo Gin Lys Leu Gin His Leu 
5 185 190 195 

get gtt gtt ttg etc gga aat gaa car tgt gat aat gag tgg ata aac 740 
Ala Val Val Leu Leu Gly Asn Glu His Cys Asp Asn Glu Trp lie Asn 

200 205 210 

cca ttc etc aaa aga aat gga ggc itc gig gag ctg err tic ata ata 788 
10 Pro Phe Leu Lys Arg Asn Gly Giv Phe Val Glu Leu Leu Phe lie Ile 
215 220 225 

tat gac age ccc tgg att aat gae grg gat gtt ttt cag tgg cct tta 836 
Tyr Asp Ser Pro Trp Ile Asn Asp Val Asp Val Phe Gin Trp Pro Leu 
230 235 240 

15 gga gta gca aca tac agg aat rtt cct gtg grg gag gca agt tgg tea 884 
Gly Val Ala Thr Tyr Arg Asn Phe Pro Val Val Glu Ala Ser Trp Ser 
245 250 255 260 

atg erg cat gat gag agg cca rat tta tgt. aat ttc tta gga acg art 932 
Met Leu His Asp Glu Arg Pro Tvr L^u <A\s A.^n Phe L":: Gly Thr IN? 
20 265 270 ;>75 

tat gaa aat tea tec aga cag gea eta atg aac art ttg aaa aaa gat 980 
Tyr Glu Asn Ser Ser Arg Gin Ala Leu Mot Asn I h~> Le U [, V s Lys Asp 
280 285 290 



WO 99/18203 
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Gin Glu Thr Asn Glu Ser Leu Lys Asn Tyr Gin Asp Ala Leu Leu Gin 

310 315 320 

agt gat etc aca ttg tgc ccg gtc gga gta aac aca gaa tgc tat cga 1124 
Ser Asp Leu Thr Leu Cys Pro Val Gly Val Asn Thr Glu Cys Tyr Arg 
325 330 335 340 

ate tat gag get tgc tec tat ggc tec att cct gtg gtg gaa gac gtg 1172 
He Tyr Glu Ala Cys Ser Tyr Gly Ser lie Pro Val Val Glu Asp Val 

345 350 355 

atg aca get ggc aac r.gt ggg aat aca ret gtg cac cac ggt get cct 1220 
Met Thr- Ala Gly Asn Cys Gly Asn Thr Ser Val His His Gly Ala Pro 

360 365 370 

ctg cag tta etc aag tec atg ggt gel ccc ttt ate ttt ate aag aac 1268 
Leu Gin Leu Leu Lys Ser Met Gly Ala Pro Phe lie Phe lie Lys Asn 

375 380 385 

tgg aag gaa etc cct get gtt tta gaa aaa gag aaa act ata att tta 1316 
Trp Lys Glu Leu Pro Ala Val Leu Glu Lys Glu Lys Thr He lie Leu 

390 395 400 

caa gaa aaa att gaa aga aga aaa arg tta ctt cag tgg tat cag car- 1364 
Gin Glu Lys He Glu Arg Arg Lys \U j t Lou L^u uln Trp Tyr Gin His 
405 410 415 420 

ttc aag aca gag ctt aaa atg aaa trt act aat art tta gaa age tea 1412 
Plie Lys Thr Glu Leu Lys Mot Lys Phe Thr Asn IH Leu Glu S^r Ser 
425 430 435 



WO 99/18203 54/58 PCT/JP98/04475 



'210 > 38 
211- 443 
• 212 - PRT 
5 ' 213/ Homo sapiens 



<400> 38 

Met Arg Leu Thr 
i 

10 Arg Lvs Arg Leu Lys Ser Phe Leu He Ala Leu Tyr Cys Leu Pho Ser 
5 10 15 20 

Leu Tyr Ala Ala Tyr His Val Phe Phe Gly Arg Arg Arg Gin Ala Pro 

25 30 35 

Ala Gly Ser Pro Arg Gly Leu Arg Lys Gly Ala Ala Pro Ala Arg Glu 
15 40 45 50 

Arg Arg Gly Arg Glu Gin Ser Thr Leu Glu Ser Glu Glu Trp Asn Pro 

55 60 65 

Trp Glu Gly Asp Glu Lys Asn Glu Gin Gin His Arg Phe Lvs Thr Ser 
<0 75 «fj 

20 Leu Gin lie Leu Asp L\ s S-r Thr Lvs Gly Lvs Fhr Asp Leu Ser V fi i 
85 90 95 100 

Gin lie Trp Gly Lys Ala Ala lie Giv Leu Tyr Leu Trp Glu His He 
105 110 115 



WO 99/1 8203 55/58 

Ala Val He Pro Civ Tyr Phe Ser Val Asp Val Asn Asn Val Val Leu 

150 155 160 

He Leu Asn Glv Arg Glu Lys Ala Lvs lie Phe Tyr Ala Thr Gin Trp 
165 170 175 180 

5 Leu Leu Tyr Ala Gin Asn Leu Val Gin lie Gin Lvs Leu Gin [lis Leu 

185 190 195 

Ala Val Val Leu Leu Glv Asn Glu His Cvs Asp Asn Glu Trp lie Asn 

200 205 210 

Pro Phe Leu Lvs Arg Asn Glv Glv Phe Val Glu Leu Leu Phe lie He 
10 215 220 225 

Tyr Asp Ser Pro Trp lie Asn Asp Val Asp Val Phe Gin Trp Pro Leu 

230 235 240 

Gly Val Ala Thr Tyr Arg Asn Phe Pro Val Val Glu Ala Ser Trp Ser 
245 250 255 260 

15 Met Leu His Asp Glu Arg Pro Tyr Leu Cvs Asn Phe Leu Glv Thr lie 

265 270 ?75 

Tyr Glu Asn Ser Ser Arg Gin Ala Leu Met Asn He Leu Lvs Lvs Asp 

280 285 290 

Glv Asn Asp Lvs Leu lvs 1'rp Val S^r -\ I a Am Glu His Trp Gin Pro 
20 295 200 :i05 

Gin Glu Thr Asn Glu Ser Leu Lvs Asn Tvr Gin Asp Ala Leu Leu Gin 

310 215 220 

Ser Asp Leu Thr Lou Cvs Pro Val Glv Va! Asn Thr Glu 0 VS 1 — -W- |T 



PCT/JP98/044"5 
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56/58 
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360 365 370 

Leu Gin Leu Leu Lvs Scr Met Gly Ala Pro Phe lie Phe lie Lys Asn 

375 380 385 

Trp Lvs Glu Leu Pro Ala Val Leu Glu Lys Glu Lys Thr He He Leu 
5 390 395 400 

Gin Glu Lys He Glu Arg Arg Lvs Met Leu Leu Gin Trp Tyr Gin His 
405 410 415 420 

Phe Lvs Thr Glu Leu Lys Met Lvs Phe Thr Asn He Leu Glu Ser Ser 
425 430 435 

10 Phe Leu Met Asn Asn Lvs Sor 
440 



'210 ' 39 
15 211 886 
• 212. DNA 

'213 Homo sapiens 
.400 • 39 

20 accaaacct.g rggargccga • ^gggac: g ccgci.ggctg gctgctggct car^ C gacc:g nU 
tc atg gag acc erg ggg grr ctt ctg grg erg gag n: ctg etc etc 107 
Met Glu Thr Leu Glv Ala Leu I.pu Val Leu Giu Phe Lou [>mj L^u 



4£ 4^ 



WO 99/18203 O //OS ^PF PCT/JP98/04475 

Leu Val Gly Leu Ala Ala Val Vai Gly Phe Leu Phe He Val Tyr Leu 

35 40 45 

gtc ttg erg gec aac cgc crc tgg tgt tec aag gee agg get gag gac 251 
Val Leu Leu Ala Asn Arg Leu Trp Cys Ser Lvs Ala Arg Ala Glu Asp 
5 50 55 60 

gag gag gag acc acg ttc aga atg gag tec aac eta Lac cag gac cag 299 
Glu Glu Glu Thr Thr Phe Arg Met Glu Ser Asn Leu Tyr Gin Asp Gin 

65 70 75 

agi, gaa gac aag aga gag aag aaa gag gec aag gag aaa gaa gag aag 347 
10 Ser Glu Asp Lvs Arg Glu Lvs Lys Glu Ala Lvs Glu Lvs Glu Glu Lys 
80 85 90 95 

agg aag aag gag aaa aag aca gca aag gaa gga gag age aac ttg gga 395 
Arg Lys Lys Glu Lvs Lys Thr Ala Lys Glu Gly Glu Ser Asn Leu Gly 
100 105 110 

15 ctg gat ctg gag gaa aaa gag ccc gga gac cat gag aga gca aag age 443 
Leu Asp Leu Glu Glu Lys Glu Pro Gly Asp His Glu Arg Ala Lvs Ser 

115 120 125 

aca gtc atg tgaagatt cctggctgcc Tcttccaggc agtcecccag agatgectrt 500 
Thr Val Met 
20 130 

tctgccccct aaaagcagtg ccctggactt gaagcccgtg aaar^actcc atct.gggatt 560 
eagaatacag tgttcteaag tgaagaagge ttggaaccr\i cccrafctrr rrratt.gggg 620 
gctctctggg caaacatggt trtcatgeae rrct.ct.trct gagctrggtc rrtgcctggt 680 



WO 99/18203 58/58 PCT/JP98/04475 



:^io > 40 
•:2ii • 130 
212^ PRT 
•213' flomo sapiens 

<400> 40 

Met Glu Thr Leu Gly Ala Leu Leu Val Leu Glu Phe Leu Leu Leu 
1 5 10 15 

Ser Pro Val Glu Ala Gin Gin Ala Thr Glu His Arg Leu Lys Pro Trp 

20 25 30 

Leu Val Gly Leu Ala Ala Val Val Gly Phe Leu Phe He Val Tyr Leu 

35 40 45 

Val Leu Leu Ala Asn Arg Leu Trp Cys Ser Lys Ala Arg Ala Glu Asp 

50 55 60 

Glu Glu Glu Thr Thr Phe Arg Met Giu Ser Asn Leu Tyr Gin Asp Gin 

65 70 75 

Ser Giu Asp Lys Arg Glu L\'s Lys Giu Ala Lvs Glu Lys Glu Glu Lvs 
•SO 85 yo 95 

Arg Lvs Lvs Glu Lys Lys Thr Ala Lvs Glu Glv Glu Ser Asn Leu Gly 

100 105 HO 

Leu Asp Leu Glu Glu Lvs Glu Pro Glv Asp His Glu Arg Ala Lvs Ser 



